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Learning objectives

At the end of the presentation, participants will be able to:

« identify multi-target therapy as a promising approach in treating the
inflammatory OA phenotype

* recognize that blocking key kinases involved in OA pathogenesis within the
joint space can be beneficial, with good tolerability

« acknowledge that a single IA injection of CR10049 is efficacious for a long
period of time



Inflammatory osteoarthritis (OA) is a whole joint disease
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CR10049 inhibits SRC-family members in a low nanomolar range

Src family kinases members activation induces inflammation as well as degradation of cartilage and bone in the
jointazs

CR10049 is a small molecule lead of a series of potent compounds designed to target preferentially the Src family
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Kinase specificity has been tested on a panel of 159 kinases

[1] Ley, 2014. JEM PMID: 25246388
[2] Novikov et al., 2021 Sci Rep. PMID: 34848799
[3] Bernard, 2018 Nat Rev Rheumatol PMID: 29760436



CR10049 inhibits inflammation but also degradation in in vitro OA models

pSrc phosphorylation and pro-inflammatory and matrix-degrading enzymes reduction in articular chondrocytes
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CR10049 completely abolishes inflammatory OA pain in MIA rats o
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CR10049 improves joint structure in a rat OA inflammatory model (MIA) T
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CR10049 improves joint structure in a rabbit surgical OA model (ACLT)
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Remarkably, CR10049 has a long-acting effect in reducing MIA-induced
OA pain
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CR10049 improves the joint structure in the 3-months rat MIA model
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Conclusions
» CR10049 is a small molecule multi-kinase inhibitor, preferentially targeting SRC family members

» CR10049 inhibits inflammation as well as degradation in in vitro OA models
» In a small animal inflammatory OA model (rat MIA) :

» CR10049 significantly reduces OA pain and improves the joint structure: the effect is long-lasting
(3 months) after a single |A injection

» In a large animal surgical model (rabbit ACLT):

» CR10049 shows a significant effect on joint structure, reducing cartilage degradation and
osteophytes formation

» No toxic effects were observed when injected systemically (IV) up to 60 mg/kg and locally (IA) up to 5 mg
(i.e. a 20x higher dose than the maximum effective dose) in rats

CR10049
 the first intra-articular compound with a beneficial long-acting effect on inflammatory OA

pain and joint structure

« a good candidate for the treatment of the OA inflammatory phenotype 12
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